Presidential address: Value, viability, and valves  by Clarke, David R.
Presidential address: Value, viability, and valves
David R. Clarke, MD
Members and guests of The Western Thoracic Surgical Asso-ciation, I would first of all like to thank Don Doty for thatoutstanding introduction. It is much appreciated.The dictionary definition of value includes (1) desirable usefor an important quality, (2) having intrinsic worth, and (3)worth in money or goods. The measurement of value differs
depending on one’s point of view. Measured by the cardiac patient, quantity of life
and quality of life are important. Measured by the cardiac surgeon, the ability to give
value to patients is important, and professional and personal relationships are
certainly of value. When value is measured by the health care system, cost, outcome,
and availability are the yardsticks.
Viability is (1) the ability to survive, (2) the ability to take root and grow, and (3)
the quality of having real meaning or pertinence. Once again, point of view affects
the measurement of viability. From the patient’s perspective, viability translates into
active, meaningful survival and growth potential. To the surgeon, viability means
professional development and personal fulfillment. To the health care system,
viability is the cost-effective use of resources.
For our purposes, valves are defined as membranous folds or structures that
permit blood to flow in one direction only. Many questions surround cardiac valves.
What determines value in a replacement heart valve? Is valve viability significant?
Is the ideal replacement valve made by man, by nature, or by some combination of
both?
The historical perspective of cardiac valve surgery is important to the under-
standing of current practices and future possibilities. Valve stenosis was the lesion
that was addressed initially. In 1914, Tuffier performed the first valve operation
when he dilated a stenotic aortic valve with his finger.1 The patient survived the
procedure but the long-term success of the operation is unknown.
As cardiac surgery progressed into the 1920s, Drs Cutler2 and Souttar3 both
performed closed dilation of the mitral valve to relieve mitral stenosis. In the 1940s,
Lord Brock4 developed his famous closed procedure for dilating the pulmonary
valve, and Henry Swan5 used topical hypothermia and inflow occlusion to perform
both pulmonary and aortic valvotomies. Drs Bailey6 and Harken7 achieved the first
successful, classic, closed mitral commissurotomies using primarily finger fracture
and dilation of the mitral orifice.
The need to deal with insufficiency of aortic and mitral valves led to the quest for
the ideal replacement heart valve. Charles Hufnagel8 in 1950 devised a ball valve
that was placed in the descending thoracic aorta of dogs and was found to provide
some functional relief of severe aortic regurgitation. That same year, Charles Lam9
demonstrated that a homograft valve could be placed in the descending thoracic
aorta and that the valve leaflets would function only if native aortic valve regurgi-
tation was present. In 1956, Gordon Murray10 successfully implanted an aortic
homograft in a human descending thoracic aorta as treatment for aortic valve
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insufficiency. In the early 1950s, Walton Lillehei, Charles
Gibbon, and John Kirklin all contributed much to the de-
velopment of cardiopulmonary bypass,11-13 the prerequisite
to open cardiac surgery, which was clearly a landmark in
our specialty.
Mechanical valves were introduced for human use by
Albert Starr with the collaboration of Lowell Edwards and
resulted in the first prosthetic ball-in-cage valve,14 opening
the door for other surgeons including Michael DeBakey,
Denton Cooley, and Viking Bjo¨rk to develop their own
mechanical valve prototypes.15-17 A variety of mechanical
valve types have been used over the years, including ball-
in-cage valves, tilting disc valves, and valves that look more
or less like toilet seats. However, the Bjo¨rk-Shiley valve
became the most common prosthetic valve choice for a
number of years.18,19 In 1977, St Jude Medical (St Paul,
Minn) introduced the bileaflet valve, and that has remained
the gold standard for valve replacement therapy to the
present time.20
Mechanical valves, however, do not always provide a
permanent solution. Many valves fail. The failure mode can
be different depending on valve type. Ball variance can
cause failure21 and clots on the struts of the ball-in-cage
valve can lead to thromboembolic complications,22 the
Achilles heel of mechanical valves. The tilting disc valve
can stick because of panus ingrowth and/or thrombosis.23
The actuarial late results for mechanical valves show that
the overall complication-free survival is about 50% at 18
years after implant.24 However, most of the complications
involve neither patient mortality nor the necessity to replace
the valve. With mechanical valves, structural durability is
no longer a significant problem. Unfortunately, even after
30 years of refinements, anticoagulation of mechanical
valves still is necessary. Thromboembolic complications
continue to be problematic and hemorrhagic complications
occur with anticoagulation.25 In addition, prosthetic valve
endocarditis, although uncommon, presents a very difficult
clinical problem.26
In 1969, Alain Carpentier and colleagues27 developed the
prototype porcine xenograft. Simultaneously but indepen-
dently, Warren Hancock’s group developed a slightly dif-
ferent porcine bioprosthesis.28 Although these valves do not
require long-term anticoagulant therapy, they predictably
fail over time because of calcification and perforation or
rupture of the leaflets. Actuarially, the freedom from throm-
boembolism of porcine valves without anticoagulation is
similar to that of mechanical valves with anticoagulation.
Freedom from reoperation at 15 years after implant aver-
ages only about 50%.29 There is an inverse relationship
between patient age and porcine xenograft failure, with
valve failure being more rapid in younger patients.30
In 1971, Marion Ionescu developed a valve constructed
of bovine pericardium preserved in glutaraldehyde.31 Its fate
was similar to that of porcine valves. Heavy calcification
appeared on the leaflets and they became susceptible to
tears, perforation, or both. Actuarially, only 40% of the
valves remained functional 10 years postoperatively.32
At present, the technology that supports glutaraldehyde-
fixed valves has reached a plateau. Efforts to address calci-
fication have been only marginally effective. With no major
breakthrough in sight, the limits of durability have been
reached for glutaraldehyde-preserved tissue valves.33 The
tissue calcifies rapidly in young patients, but the valves can
be useful in elderly recipients or in some situations in which
anticoagulation is contraindicated.
In 1962, Donald Ross34 developed the use of aortic valve
homografts orthotopically. Shortly thereafter, Sir Brian Bar-
ratt-Boyes,35 Wilford Bigelow,36 and Mark O’Brien37 fol-
lowed Ross’s lead and began implanting aortic homografts
in the subcoronary position. Historically, many methods
were used to preserve homograft valves, one of which
included sterilization with antibiotics and storage at 4°C; if
implanted in less than 4 to 7 days, the valve was considered
a homovital graft. Other valves were treated with -propio-
lactone, freeze-dried and lyophilized, and preserved with
acid formaldehyde, glutaraldehyde, or electron beam irra-
diation. More recently, valves have been cryopreserved with
liquid nitrogen. For practical purposes, the antibiotic-steril-
ized and the cryopreserved homografts are the only valves
with significant long-term utility. Comparing actuarial free-
dom from valve-related events for the two methods of
preservation, at 18 years’ follow-up, 76% of the cryopre-
served valves versus only 36% of antibiotic-sterilized
valves remained event free. Analysis of homograft aortic
valves and patient age at operation reveals that fewer valves
survive longer than 10 years in patients less than 20 years of
age as compared with their adult counterparts.38
A review of homograft aortic root replacement reveals a
similar pattern of valve failure in children, as only 45% of
the valves remain event free at 10 years of follow-up.39
Aortic homograft failure is typified by extensive calcifica-
tion of the aortic wall and leaflets. In fact, it is difficult to
find a photograph of a failed aortic homograft because such
homografts are removed as numerous small pieces of rock-
hard, calcified tissue.
In 1967, Donald Ross40 performed the first pulmonary
autograft procedure, the operation that now bears his name.
The operation involves excision of the native pulmonary
valve for reimplantation into the left ventricular outflow
tract to replace the diseased aortic valve. The pulmonary
valve is then replaced with a homograft; initially an aortic
homograft was used, and now pulmonary homografts are
commonly used. In the United States, Ronald Elkins began
to perform this operation extensively in the early 1980s and
has become the national expert on the pulmonary autograft
procedure.41 Actuarial valve survival in the series reported
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by Elkins’ group42 shows that 96% of the valves remain
functional 10 years postoperatively.
Discussion of the pulmonary autograft procedure man-
dates that we turn our attention to right ventricle–pulmonary
artery conduits. Several types commonly have been used:
(1) the porcine valved conduit, which is a glutaraldehyde-
preserved porcine valve in a Dacron conduit; (2) the aortic
homograft; and (3) the pulmonary homograft, which be-
came popular after the development of cryopreservation.
For porcine conduits in the right ventricular outflow tract,
actuarial freedom from reoperation is 30% to 40% at 15 to
20 years, respectively. Analysis of freedom from reopera-
tion by lesion reveals that the anomalies that require conduit
implantation at younger ages display a more rapid failure
rate. Again, the mode of failure involves calcification,
pseudointima formation, and leaflet perforation or frac-
ture.43
Aortic homografts implanted in the right ventricular out-
flow tract have similar late results, with approximately 40%
actuarial valve survival at 10 years’ follow-up. Pulmonary
homografts have proven more durable, with 80% actuarial
valve survival at 10 years after implant.44 Pulmonary ho-
mograft valves therefore display good durability and hemo-
dynamic performance. However, they also stimulate an im-
mune response, and this undoubtedly affects their
durability.45 Also, homograft recipients might become sen-
sitized to the foreign tissue, which would make future
cardiac transplantation more difficult and hazardous. The
degree of immunosuppression that would be required to
prevent this immune response is undesirable and no less
hazardous than anticoagulation.
If we look for a moment at calcification of the native
bicuspid aortic valve, we see that abnormal blood flow
rheology results in wear and tear of the leaflets and predis-
poses them to calcification, primarily on the aortic side of
the valve.46 This has technical implications for the implan-
tation of tissue valves. Tissue valve implantation techniques
vary in their reliability to produce an anatomically normal
blood flow pathway. The distortion leads to turbulent blood
flow, and abnormal blood flow predisposes to an inflamma-
tory process that leads to calcification in the same fashion as
occurs with a native bicuspid aortic valve. There are three
techniques of reconstruction for the right ventricular out-
flow tract. In repair of truncus arteriosus, the proximal end
of the conduit is placed on the surface of the ventricle,
which results in a more tortuous blood flow pathway and
greater turbulence. When the conduit can be placed partially
into the native right ventricular outflow tract, as in tetralogy
of Fallot repair, distortion is less. The most anatomic and
least distorted application is found in the Ross procedure, in
which the homograft is placed precisely in its anatomic
location.47
With respect to the left ventricular outflow tract, the
subcoronary implantation technique, although clinically re-
producible by some surgeons, does not reliably create a
normal hemodynamic pathway. Slightly more reliable is the
inclusion cylinder technique. Certainly, the most reliable
method of preserving normal anatomy and therefore normal
hemodynamic flow across the valve is aortic root replace-
ment with coronary artery reimplantation.48
Consider, for a moment, immunology and its relationship
to implanted heart valves. One can reasonably assume that
immunology is not relevant to mechanical valves. Some
believe that it also is not relevant to glutaraldehyde-pre-
served tissue valves. However, a more careful exploration
of the issue shows that although glutaraldehyde fixation
kills the cells, it does not remove cellular proteins, and
although collagen cross-linking masks antigenic expression,
it also prevents repopulation by the host. Therefore, it is
possible if not likely that glutaraldehyde-preserved tissue
valves do elicit an immune response over time. Donor cell
viability in a tissue valve also is significant in that it might
stimulate an increased immune response, and viable endo-
thelium is known to be a strong antigen in the clinical
situation.49,50
In 2000, John Hawkins and his colleagues51 in Salt Lake
City conducted an interesting study in patients undergoing
pediatric cardiac surgery. They compared a group of chil-
dren who received cryopreserved homograft tissue with a
control group who underwent cardiac surgery but did not
receive homograft tissue. They measured panel reactive
antibody (PRA) levels before surgery and at 1 month, 3
months, and 12 months postoperatively. They found that the
control patients had low PRA levels at all times. The ho-
mograft recipients had low levels preoperatively but rapidly
increasing levels postoperatively; PRA levels peaked at 3
months and leveled off at 1 year at approximately 85%.
So, what is the current status of cardiac valve replace-
ment? Clearly, the quest for the ideal replacement valve
continues. A new bileaflet mechanical valve is available
from ATS Medical, Inc (Minneapolis, Minn). It is similar to
the St Jude Medical valve but has a different hinge mech-
anism that is theoretically less thrombogenic.52 Also avail-
able are a new pericardial valve53 and stentless porcine
valves.54,55 The group in Boston is developing a synthetic
scaffold to use as a matrix for cellular repopulation in
vitro,56 and a decellularized tissue matrix valve of xenograft
or homograft origin is being developed.
The natural matrix decellularization process includes a
gentle enzymatic washing during which the cellular protein
components of the graft are removed while the collagen
matrix remains intact. No fixation or cross-linking of the
collagen matrix occurs. The tissue is then sterilized with
gamma-irradiation and cryopreserved. The principles of de-
cellularization are (1) to preserve the biomechanical and
biochemical properties of the matrix, (2) to presume that an
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acellular collagen matrix is a poor antigen, (3) to assume
that a matrix that is not cross-linked or damaged by an
immune reaction is receptive to host recellularization, and
(4) to conclude that a recellularized matrix should be dura-
ble for the long term.
An acellularized xenograft construct has been devel-
oped.57,58 Because of difficulty with decellularization of
porcine myocardium, three size- and symmetry-matched
decellularized, porcine, noncoronary cusp units can be su-
tured together longitudinally. The anterior mitral leaflet
remnants are used to form the inflow conduit. These valves
were implanted into the right ventricular outflow tract of
weanling sheep. Compared with a fresh leaflet that shows
normal cellularity, a decellularized leaflet shows no nuclear
staining and therefore no cellularity. Recellularization with
sheep cells began before 150 days and progressed to a near
normal pattern at 336 days. In summary, the acellular xeno-
graft is a stentless symmetrical design, has excellent hydro-
dynamic performance, has retained biomechanical proper-
ties, and is initially durable in xenogenic recipients
including sheep and human beings. Leaflet recellularization
has been demonstrated to occur spontaneously in vivo.
Decellularization of homografts59 was explored because
homografts are more immediately available and do not have
to go through the extensive premarket approval process that
is required of composite xenografts. In vitro testing dem-
onstrates that decellularized homografts are comparable
with traditional cryopreserved homografts in conduit and
leaflet strength, handling and suturing characteristics, and
hydrodynamic performance. In animal studies, decellular-
ized homografts in the pulmonary position exhibit normal
function as demonstrated by echocardiography. They dem-
onstrate spontaneous cellular repopulation of both leaflet
and conduit tissues, and the new cells differentiate into a
mature population of host structural and contractile cells.
Procollagen staining reveals that the fibroblasts are func-
tioning and synthesizing procollagen at 3 months and con-
tinuing at 6 months after implant.
Decellularized homografts have been implanted for 2
years on a clinical trial basis. The objective of the clinical
study is to evaluate the graft’s hemodynamic function and to
assess host immune response by measuring PRA levels at 1
and 3 months postoperatively. A negative PRA level is
defined as less than 10%. A portion of this study includes 56
patients who had had no previous replacement valve and
received a decellularized homograft. Fifty-one of the pa-
tients had a negative preoperative PRA measurement, 1 had
a positive measurement, and 4 were not assessed. Postop-
eratively, 46 of the 51 negative PRA levels remained neg-
ative, 1 turned positive, and 4 were not measured. The
patient whose readings turned positive had had multiple
pregnancies and might have been sensitized by blood trans-
fusions. In summary, a decellularized homograft is a colla-
gen matrix that is not cross-linked and is devoid of cellular
proteins. HLA antigen levels are reduced, thus decreasing or
eliminating the host antibody response. Because there is no
inflammatory response, the matrix remains undisturbed, al-
lowing for host cellular repopulation, and host sensitization
is reduced or eliminated.
In the current era, the economics of cardiac valve re-
placement60 cannot be ignored. Let us first examine me-
chanical valves. If we assume an average 25-year survival
after valve replacement, the cost of anticoagulation per
patient is approximately $13,500. Clinic visits, international
normalized ratio measurements, and so forth amount to
about $25,000 over the same period. A complication rate of
approximately 4% per patient-year equates to 1 incident per
25 years at a conservative estimated cost per complication
of $7500. Thus, the total conservative estimate of cost per
patient lifetime is $46,000 after mechanical valve implan-
tation. If 30,000 mechanical aortic valves are implanted per
year, the attrition rate approximates the implantation rate,
and the yearly cost is similar during the 25-year life span,
the cost per year then amounts to 30,000 valves times
$46,000 or $1.38 billion and the cost to the health care
system over 25 years becomes $34.5 billion.
Let us also assess the economic impact of cryopreserved
homograft implantation. In the United States, approximately
40,000 homografts have been implanted. A 75% late sur-
vival equates to 30,000 valves. Assume that 80% will re-
quire one reoperation and 40% will require a second reop-
eration. Hospital payments for the reoperations average
$35,000, and physician payments average $5500. In a 25-
year life span there are 36,000 reoperations at approxi-
mately $40,000 per operation or a $1.5 billion cost to the
health care system.
Is there an ideal valve? It is possible. Tissue-engineered
valves combine technology with nature. Value to the patient
equates to enhanced viability that is achieved through nor-
mal cardiac function with growth potential and decreased
complications and reoperations. The implication for sur-
geons is a reduced case load secondary to fewer reopera-
tions, but we can tolerate that since it means that our
patients are having better outcomes. With valve implants
that require recellularization, the need to restore normal
anatomy is more important and more technically demand-
ing, but these valves might produce a lifelong solution for a
patient who requires valve replacement.
Value to the health care system includes good patient
outcome and substantial long-term dollar savings. Avail-
ability potential increases as we progress from a homograft
matrix to a xenograft matrix and ultimately to a totally
synthetic matrix. Although the ideal replacement heart
valve is not yet a reality, the theoretical potential exists for
the first time.
Presidential Address Clarke
4 The Journal of Thoracic and Cardiovascular Surgery ● July 2002
References
1. Jarcho S. Theodore Tuffier on experimental surgery of heart valves.
Am J Cardiol. 1969;23:73-5.
2. Cutler EC, Levine SA. Cardiotomy and valvulotomy for mitral steno-
sis: experimental observations and clinical notes concerning an oper-
ated case with recovery. Boston Med J. 1923;188:1023-7.
3. Souttar HS. Surgical treatment of mitral stenosis. BMJ. 1925;2:603-6.
4. Brock RC. Pulmonary valvulotomy for the relief of congenital pul-
monary stenosis. BMJ. 1948;1:1121-6.
5. Swan H, Kortz A. Direct vision trans-aortic approach to the aortic
valve during hypothermia: experimental observations and report of a
successful clinical case. Ann Surg. 1956;144:205-14.
6. Bailey CP. The surgical treatment of mitral stenosis (mitral commis-
surotomy). Dis Chest. 1949;15:377-97.
7. Harken DE, Ellis LB, Ware PF, Norman LR. The surgical treatment of
mitral stenosis. I. Valvuloplasty. N Engl J Med. 1948;239:801-9.
8. Hufnagel CA. Aortic plastic valvular prosthesis. Bull Georgetown
Univ Med Center. 1951;4:128-30.
9. Lam CR, Aram HH, Munnell ER. Experimental study of aortic valve
homografts. Surg Gynecol Obstet. 1952;94:129-35.
10. Murray G. Homologous aortic-valve-segment transplants as surgical
treatment for aortic and mitral insufficiency. Angiology. 1956;7:466-
71.
11. Warden HE, Cohen M, Read RC, Lillehei CW. Controlled cross
circulation for open intracardiac surgery: physiologic studies and
results of creation and closure of ventricular septal defects. J Thorac
Surg. 1954;28:331-43.
12. Gibbon JH Jr. Application of mechanical heart and lung apparatus to
cardiac surgery. Minn Med. 1954;37:171-80.
13. Kirklin JW, DuShane JW, Patrick RT, Donald DE, Hetzel PS, Harsh-
barger HG, et al. Intracardiac surgery with aid of mechanical pump-
oxygenator system (Gibbon type): report of eight cases. Mayo Clin
Proc. 1955;30:201-6.
14. Starr A, Edwards ML, McCord CW, Griswold HE. Aortic replace-
ment: clinical experience with a semirigid ball-valve prosthesis. Cir-
culation. 1963;27:779-83.
15. Beall AC, Bloodwell RD, Bricker DL, Okies JE, Cooley DA, De-
Bakey ME. Prosthetic replacement of cardiac valves. Five and one-
half years’ experience. Am J Cardiol. 1969;23:250-7.
16. Cooley DA, Okies JE, Wukasch DC, Sandiford FM, Hallman GL.
Ten-year experience with cardiac valve replacement: results with a
new mitral prosthesis. Ann Surg. 1973;177:818-26.
17. Bjo¨rk VO. A new tilting disc valve prosthesis. Scand J Thorac
Cardiovasc Surg. 1969;3:1-10.
18. Bjo¨rk VO. The pyrolytic carbon occluder for the Bjo¨rk-Shiley tilting
disc valve prosthesis. Scand J Thorac Cardiovasc Surg. 1972;6:109-
13.
19. Bjo¨rk VO, Lindblom D. The monostrut Bjo¨rk-Shiley heart valve. J Am
Coll Cardiol. 1985;6:1142-8.
20. Emery RW, Palmquist WE, Mettler E, Nicoloff DM. A new cardiac
valve prosthesis: in vitro results. Trans Am Soc Artif Int Organs.
1978;24:550-6.
21. Crews TL, Frank MJ, Ellison RG, Teabeaut JR, Harper HT 3rd. Ball
variance: a potentially lethal degeneration of the Starr-Edwards aortic
valve poppet. J Med Assoc Ga. 1970;59:135-9.
22. Silver MD, Butany J. Mechanical heart valves: methods of examina-
tion, complications, and modes of failure. Hum Pathol. 1987;18:577-
85.
23. Cotrufo M, Festa M, Renzulli A, deLuca L, Sante P, Giannolo B.
Clinical results after cardiac valve replacement with the Soren pros-
thesis: a 6-year experience. Eur J Cardiothorac Surg. 1988;2:355-9.
24. Lund O, Nielsen SL, Arildsen H, Ilkjaer LB, Pilegaard HK. Standard
aortic St Jude valve at 18 years: performance profile and determinants
of outcome. Ann Thorac Surg. 2000;69:1459-65.
25. Edmunds LH Jr. Thrombotic and bleeding complications of prosthetic
heart valves. Ann Thorac Surg. 1987;44:430-45.
26. Arvay A, Lengyel M. Incidence and risk factors of prosthetic valve
endocarditis. Eur J Cardiothorac Surg. 1988;2:340-2.
27. Carpentier A, Lemaigre G, Robert L, Carpentier S, Dubost C. Bio-
logical factors affecting long-term results of valvular heterografts.
J Thorac Cardiovasc Surg. 1969;58:467-83.
28. Reis RL, Hancock WD, Yarbrough JW, Glancy DL, Morrow AG. The
flexible stent: a new concept in the fabrication of tissue heart valve
prostheses. J Thorac Cardiovasc Surg. 1971;62:683-9.
29. Glower DD, Landolfo KP, Cheruvu S, Cen YY, Harrison JK, Bashore
TN, et al. Determinants of 15-year outcome with 1,119 standard
Carpentier-Edwards porcine valves. Ann Thorac Surg. 1998;
66(suppl):S44-8.
30. Burdon TA, Miller DC, Oyer PE, Mitchell RS, Stinson EB, Starnes
VA, et al. Durability of porcine valves at fifteen years in a represen-
tative North American patient population. J Thorac Cardiovasc Surg.
1992;103:238-52.
31. Pelletier LC, Carrier M. Bioprosthetic heart valves: 25 years of de-
velopment and clinical experience: In: Acar J, Bodnar E, editors.
Textbook of acquired heart valve disease. London: ICR Publishers;
1995, p. 920-56.
32. Masters RG, Walley VM, Pipe AL, Keon WJ. Long-term experience
with the Ionescu-Shiley pericardial valve. Ann Thorac Surg. 1995;
60(suppl):S288-91.
33. Magilligan DJ. The future of bioprosthetic valves. Trans Am Soc Artif
Intern Organs. 1988;34:1031-2.
34. Ross DN. Homograft replacement of the aortic valve. Lancet. 1962;
2:487.
35. Barratt-Boyes B. Homograft aortic valve replacement in aortic incom-
petence and stenosis. Thorax. 1964;19:131-50.
36. Bigelow WG, Trimble AS, Aldridge HE, Bedard P, Spratt EH, Lans-
down EL. The problem of insufficiency following homograft replace-
ment of the aortic valve. J Thorac Cardiovasc Surg. 1967;54:478-90.
37. O’Brien MF, Stafford EG, Gardner MAH, Pohlner PG, McGiffin DC.
A comparison of aortic valve replacement with viable cryopreserved
and fresh allograft valves, with a note on chromosomal studies.
J Thorac Cardiovasc Surg. 1987;94:812-23.
38. O’Brien MF, Stafford EG, Gardner MAH, Pohlner PG, Tesar PJ,
Cochrane AD, et al. Allograft aortic valve replacement: long-term
follow-up. Ann Thorac Surg. 1995;60(suppl)S65-70.
39. Mitchell MB, Campbell DN, Bishop DA, Clarke DR. Aortic allografts
for left ventricular outflow tract replacement in children: In: Williams
WG, editor. Pediatric cardiac surgery annual of the seminars in tho-
racic and cardiovascular surgery. Vol 3. Philadelphia: WB Saunders;
2000, p. 153-64.
40. Ross DN. Replacement of the aortic and mitral valves with a pulmo-
nary autograft. Lancet. 1967;2:956-8.
41. Stelzer P, Elkins RC. Pulmonary autograft: an American experience.
J Card Surg. 1987;2:429-33.
42. Elkins RC, Lane MM, McCue C, Ward KE. Pulmonary autograft root
replacement: mid-term results. J Heart Valve Dis. 1999;8:499-503.
43. Champsaur G, Robin J, Curtil A, Tronc F, Vedrinne C, Sassolas F, et
al. Long-term clinical and hemodynamic evaluation of porcine valved
conduits implanted from the right ventricle to the pulmonary artery.
J Thorac Cardiovasc Surg. 1998;116:793-804.
44. Niwaya K, Knott-Craig CJ, Lane MM, Chandrasekaren K, Overholt
ED, Elkins RC. Cryopreserved homograft valves in the pulmonary
position: risk analysis for intermediate-term failure. J Thorac Cardio-
vasc Surg. 1999;117:141-6.
45. Hoekstra F, Knoop C, Vaessen L, Wassenaar C, Jutte N, Bos E, et al.
Donor-specific cellular immune response against human cardiac valve
allografts. J Thorac Cardiovasc Surg. 1996;112:281-6.
46. Mohler ER 3rd. Are atherosclerotic processes involved in aortic-valve
calcification? Lancet. 2000;356:524-5.
47. Clarke DR, Bishop DA. Pulmonary valve allografts for right ventric-
ular outflow tract reconstruction in the pediatric population: In: Hop-
kins RA, editor. Cardiac reconstructions with allograft valves. New
York: Bertelsmann. In press.
48. O’Brien MF, McGiffin DC, Stafford EG. Allograft aortic valve im-
plantation: techniques for all types of aortic valve and root pathology.
Ann Thorac Surg. 1989;48:600-9.
49. Simon A, Wilhelmi M, Steinhoff G, Harringer W, Brucke P. Cardiac
valve endothelial cells: relevance in the long-term function of biologic
valve prostheses. J Thorac Cardiovasc Surg. 1998;116:609-16.
50. Green MK, Walsh MD, Dare A, Hogan PG, Zhao XM, Frazer IH, et
al. Histologic and immunohistochemical responses after aortic valve
allografts in the rat. Ann Thorac Surg. 1998;66(suppl):S216-20.
Clarke Presidential Address
The Journal of Thoracic and Cardiovascular Surgery ● Volume 124, Number 1 5
51. Hawkins JA, Breinholt JP, Lambert LM, Fuller TC, Profaizer T,
McGough EC, et al. Class I and class II anti-HLA antibodies after
implantation of cryopreserved allograft material in pediatric patients.
J Thorac Cardiovasc Surg. 2000;119:324-30.
52. Van Nooten G, Caes F, Francois K, Missault L, van Bellegham Y.
Clinical experience with the first 100 ATS heart valve implants.
Cardiovasc Surg. 1996;4:288-92.
53. Banbury MK, Cosgrove DM 3rd, Lytle BW, Smedira NG, Sabik JF,
Saunders CR. Long-term results of the Carpentier-Edwards pericardial
aortic valve: a 12-year follow-up. Ann Thorac Surg. 1998;66(suppl):
S73-6.
54. Park SZ, Reardon MJ. Current status of stentless aortic xenografts.
Curr Opin Cardiol. 2000;15:74-81.
55. Sintek CF, Pfeffer TA, Kochamba GS, Jun KL, Fletcher AD, Khonsari
S. Freestyle valve experience: technical considerations and mid-term
results. J Card Surg. 1998;13:360-8.
56. Zund G, Breuer CK, Shinoka T, Ma PX, Langer R, Mayer JE, et al.
The in vitro construction of a tissue engineered bioprosthetic heart
valve. Eur J Cardiothorac Surg. 1997;11:493-7.
57. O’Brien MF, Goldstein S, Walsh S, Black KS, Elkins R, Clarke D.
The SynerGraft valve: a new acellular (non-glutaraldehyde fixed)
tissue heart valve for autologous recellularization. First experimental
studies before clinical implantation. Semin Thorac Cardiovasc Surg.
1999;11(suppl):194-200.
58. Goldstein S, Clarke DR, Walsh SP, Black KS, O’Brien MF. Transpe-
cies heart valve transplant: advanced studies of a bioengineered xeno-
autograft. Ann Thorac Surg. 2000;70:1962-9.
59. Elkins RC, Dawson PE, Goldstein S, Walsh SP, Black KS. Decellularized
human valve allografts. Ann Thorac Surg. 2001;71(suppl):S428-32.
60. Denton TA, Chaux A, Matloff JM. A cardiothoracic surgery informa-
tion system for the next century: implications for managed care. Ann
Thorac Surg. 1995;59:486-93.
Presidential Address Clarke
6 The Journal of Thoracic and Cardiovascular Surgery ● July 2002
